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Office 
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Washington D.C. 20231 
United States of America 

in its capacity as elected Office 


Date of mailing: 

04 July 1996 (04.07.96) 




International application No.: 

. PCT/JP95/02713 


Applicant's or agent's file reference: 
Y9519-PCT 


International filing date: 

27 December 1995 (27.12.95) 


Priority date: 

28 December 1994 (28.12.94) 


Applicant: 

TAKEUCHI, Makotoetal 



1. The designated Office is hereby notified of its election made: 
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in the demand filed with the International preliminary Examining Authority on: 
15 February 1996(15.02.96) 

| | in a notice effecting later election filed with the International Bureau on: 



2. The election | X | was 
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was not 



made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 
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Y9519-PCT 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP95/02713 


International filing date (day/month/year) 

27 December 1995 (27.12.95) 


Applicant 

YAMANOUCHI PHARMACEUTICAL CO., LTD. et al 



Transmittal of the translation to the applicant. 

The International Bureau transmits herewith a copy of the English translation made by the 
International Bureau of the international preliminary examination report established by the 
International Preliminary Examining Authority. 



2. Transmittal of the copy of the translation to the elected Offices. 

The International Bureau notifies the applicant that copies of that translation have been 
transmitted to the following elected Offices requiring such translation: 

EP,AU,BR,CAXN,CZ,FI,NO,NZ,PL,RO,RU,SK,U^ 



The following elected Offices, having waived the requirement for such a transmittal at this time, 
will receive copies of that translation from the International Bureau only upon their request: 

AP,AM,AZ^B,BG3Y,EE,GE,HUJSJP,KE,^^ 
SI/rj/TM/rT,UA,UZ,VN,OA 



3. Reminder regarding translation into (one of) the official language(s) of the elected Office(s). 

The applicant is reminded that, where a translation of the international application must be 
fu rnished to an elected Office, that translation must contain a translation of any annexes to the 
international preliminary examination report. 

It is the applicant's responsibility to prepare and furnish such translation directly to each elected 
Office concerned (Rule 74.1 ). See Volume II of the PCT Applicant's Guide for further details. 
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34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
Y9519-PCT 


irrfco ir¥T¥>Tm?o a/-tiam See Notification of Transmittal of International 

Preliminary Examination Report (Form PCT/LPEA/416) 


International application No. 
PCT/JP 95/02713 


International filing date (day/month /year) Priority date (day/month/year) 
27.12.95 28.12.94 


International Patent Classification (IPC) or national classification and IPC 
C07D453/02 , A61K31/43 5 


Applicant 

YAMANOUCHI PHARMACEUTICAL CO., LTD. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining 
Authority and is transmitted to the applicant according to Article 36. 



2. This REPORT consists of a total of 



sheets, including this cover sheet. 



^ I This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 



These annexes consist of a total of 



10 



sheets. 



3. This report contains indications relating to the following items: 
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□ 



Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability: 
citations and explanations supporting such statement 



Date of submission of the demand 
15.02 .96 


Date of completion of this report 
10.12.96 


Name and mailing address of the LPEA/JP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT/IPEA/409 (cover sheet) (January 1994) 



• 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 


• 

International application No. 
PCT/ 1 s/n 9 7 i 


I. Basis of the report 


1 . This report has been drawn on the basis oif Replacement sheets which have beenfurmshed to the receiving Office in response to an invitation 
under Article J 4 are referred to in this report as "originally filed'' andare not annexed to the report since they do not contain amendments, j : 


[ | the international application as originally filed. 




\\S] . „ - 1-20,23-25,27-30.34 37 40-68 
1 XJ ihi description, pases ' ' jv,_>-*,.w,«±u oo 


as originally tiled. 


Daees 


filed vvith the demand. 


Daees 21, 22, 26, 31, 32, 33, 35 ,36, 38,39 


filed with the letter or' 3 0.07.96 . 


pases 




1^1 the claims. Nos. 1-11 


as originallv filed. 


Nos. 


as amended under Article 19. 


Nos. 


filed with the demand. 


Nos. 


filed with the letter of 


Nos. 


filed with the letter of 


the drawmes. sheets/ fie 


as originally filed. 


sheets/fie 


filed with the demand. 


sheets/ fie 


filed with the letter of 


sheets/fie 


filed with the letter of 


2. The amendments have resulted in the cancellation of: 




| | the description, pages 




| | the claims. Nos. 




| | the drawings. sheets/ fie 




3- 1 1 This report has been established as if (some of) the amendments had not been made, since they have been considered 
' to go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 


4. Additional observations, if necessary: 
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tationa! application No. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



Statement 
Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



1-11 



1-11 



1-11 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

The subject-matters of claims 1-11 are neither 
disclose in any of the documents cited in the ISR nor 
obvious to a person skilled in the art. 
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1-11 
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2. 6 5 - 3. 6 0 ( 3 H, m) , 4. 0 0 - 4. 3 0 ( 1 H. m) , 
4: 23 (2H, q, J=7. 3Hz), 6. 53 ( 1 H, s), 
6. 7 0 - 6. 9 5 ( 2 H, m) . 7. 15-7. 30 ( 5 H, m) 

##M5 

x^;U l, 2, 3, 4-fh7tKo-i- (3-fx-;l) -2-^7 + 
j 'J >#;i/#>^u- h 

HC^KI:-^ : 1 . 2, 3, 4-r h7t Ka- l - (3 -^x.—Jl) 'J* J >) 



KS^flftit (m/z. FAB) : 2 8 8 (M + + 1 ) 

mm^m^^? h;t/ ccdc i 3 . tmsi^si¥) 

(5:1. 2-1. 3 (3H, m) , 2. 7-2. 8 ( 1 H. m) , 

2. 9-3. 0 (1H, m), 3. 1-3. 3 ( 1 H, m) . 

3. 9-4. 2 (3H. m), 6. 2-6. 4 ( 1 H. m) , 
6. 8 3 ( 1 H, s), 6. 95-7. 2 6 ( 6 H, m) 

###J6 

if-;U 1 - (2-7'J^) - 1, 2, 3, 4-fh7tKa-2-^7 + ; 
>J I/- h 

lIOfsMfc^&J : 1 - (2 -7 U;U) - 1, 2, 3, 4-f h7tKn^f; + yij> 
KM^ffiHt (m/z. EI) : 2 7 1 (M + ) 

mmngkm^^? yji ccdc i 3 , tmsw?) 

(5:1. 30 (3 H, t, J = 6. 5 Hz) , 

2. 75-2. 8 5 ( 1 H. m) , 2. 90-3. 1 0 ( 1 H. m) , 

3. 20-3. 5 0 ( 1 H, m) , 4. 05-4. 3 5 ( 4 H, m) , 

6. 00 ( 1 H, s), 6. 20-6. 45 ( 2 H, m) . 

7. 15-7. 2 5 (4H, m) . 7. 3 3 ( 1 H, s) 

##M 7 

(IS) -xf;b 1 -7x^.;l/- 1, 2, 3, 4-fh7tKo-2-^7 



2 1 



PCI/JP05/0.27I3 

+ B*®tfmjf 3ao796 



^*4Yk^ : (IS) -l-7x-;i-l, 2, 3, 4-fh7tKn^747 
'J > 

TtmfrVYte (C I8 H I9 N0 2 t LT) 

C (%) H (%) N (%) 

76.84 6.81 4.98 

76.53 6.82 4.93 

itWytm. ia) * S 199. 2 (c = 1 . 03, CHC 1 3 ) 

li^ffif (m/z, FAB) : 2 8 2 (M + +1) 
##M8 

(1R) -xf-A 1-7x^-1, 2, 3, 4-fh7tFo-2-^7 

JIC£Wb£#! : (1R) -1-7x^-1, 2, 3. 4-fh7tKo^7^y 
'J > 

Ttf^JHt (C I8 H I9 N0 2 t LT) 

C (*9 H (%) N (%) . 

■ 76.84 6.81 4.98 

H^ffi 76.64 6.82 4.99 

ifcSsTfcJg Car)' 5 -200. 9 (c = 1 . 09, CHCh ) 

ttfrVrig. (m/z, EI) : 2 8 1 (M + ) 

9 

^^"^ 1- (4-^od7x^I/) -1, 2, 3, 4-fh7tF'n-2- 
JWMlt&Vd : 1- (4-^na7x^.;l/) -i, 2, 3, 4-fh7tKo>f7 
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nmm7 

(IS) -1-7x^-1, 2, 3, 4-fh7tKo^7 + ;>J>2. 0 
9 g©fU -^>7&?£3 0m 1 i:tfiT3 — 4=- 5* ? U ^— ;U ?Dn,tw^- h • 

*J\,jt- b • iSSEig^-O. 1 2 gSnx.8 0 'Cr 4 B^jf # Lfc 0 3 -4^7 9 
■J ^DDt^M-h • i^m^. 1 . 0 1 g ^SDx. 8 0 °CT' 2 5 B^BIJf # L 

7km&&%i8im7kmi- b >; ^ a?ic^tp h 9 1 itfc^u-efatB u^o 

W#/1^7KSS£^^ h 'J &&£fl£EETS5&U (IS, 3 ' RS) 

- 3 ' -4r? ? »j 1 - 7 1 . 2, 3, 4-fh7hKo-2- 

K*^«fffi (m/z, FAB) : 3 6 3 (M + + 1 ) 
^EB^p.&J*'*? h/U (DMSO-d 8 . TMS^I$) 

6:1. 20-2. 0 0 ( 5 H, m) , 2. 40-2. 9 5 ( 6 H, m) , 

3. 00-3. 6 0 ( 3 H, m) , 3. 80-3. 9 5 ( 1 H, m) . 

4. 55-4. 70 ( 1 H, m) 6. 25 (1H, brs), 
7. 05-7. 35(10 H, m), 

(IS) -xf;b 2, 3, 4-fh7tKD-2-^7 

+y yfjji^yv- b 1 2. og, (3R) - 3-4-?^j^y-;n 6. 

2 7 g cd h Jlzz. ymm& 1 2 0 m 1 iZ7km<£1- h'J^i, (6 0%) l. 6 9 g £ 

tz 0 Wti®^7K-Ci$fe^L^?^2 0 MigmX'ttift Ltz Q ?# t>nfc7jc®tc 1 ^^tKSe 
Ykf- £ U ^ A7jc?g^^Dx.p H 9 — 1 0 L/c^ It^^f-^T^ai Ltc 0 Wit 

£-jl^7-;H 4 OmlMU 4 Tl^f^^-It^^A^r^ 1 0 m 1 



3 1 
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(IS, 3 ' R) - 3 ' -*5* ? »J 1-7x^-1, 2, 3, 4 - r- 

h7tKo-2 --r v + y l ) y*j\,tfiri/is- h • io. i g&m&J£ik 

as*. 2 12-2 1 4°C (CH, CN-Et 2 0) 
Ttmfrtm (C 23 H 27 N 2 0 2 C 1 tLX) 

C (%) H (%) N (%) CI (96) 
SHIt 69.25 6.82 7.02 8.89 
H®Hifi 69.24 6.89 7.03 8.97 

StluiJtm. ia) " = 9 8. 1 (c = l. 0 0, EtOH) 

D 

mum 8 tmmiz Lxvxrommm 9 7!js 1 6 vit^^m^ 

HWJ9 

(1R, 3 ' S) - 3 ' 9 'J S>— ^ l-7x-^-l, 2, 3, 4^ 

fh7tKa-2 - ^7 + 7 U >#>>U*'4^> b- h • i£g£tg 
J^-ffc^ : (1R) -if^ 1 -T7 x— 1 . 2. 3, 4-fh7tKa 
-2-^V + 7 l J>i7^^^l/-h, (3S) - 3 ? u 
2 1 1-2 1 2°C ( E t 0 H - E t 2 0) 
TE^fl-ffHS (C 23 H 27 N 2 Oi CI ■ 0. 2 5 H 2 O t LT) 

C (%) H (%) N (%) CI (*>) 
Siilfil 68.48 6.87 6.94 8.79 
. HgMB 68.32 6.75 6.94 8.94 

ifc^TfeS CaD 25 = -97. 4 (c = 0. 50, EtOH) 

D 

mm\ i o 

(1R, 3' R) - 3' -*5f^'jy-;i/ 1-7x^-1, 2, 3. 4- 

HU£Kfc-£#] : (1R) -xH 1-7x^-1, 2, 3, 4-fh7hKo 

3 2 





- 2 74V 'J yftJltti/l'- h (3R) - 3 -*5? ? ij >>y -yu 
1 95-1 96 °C (E t OH- E t 2 O) 
tc^tH/HS (C 23 H 27 N 2 Oj CI • 0. 2 5 H 2 0 t IT) 

C (96) H (96) N (96) CI (96) 
SalM 68.48 6.87 6.94 8.79 
HS&ffi 68.73 6.88 6.95 8.70 

itmytm. (a) 2S =-1 5 1. 2 (c = 0. 50, EtOH) 



(IS, 3 ' S) - 3 ' 'J >>-;U 1-7x^-1, 2, 3, 4- 

fh7t K n — 2 — i 7 + y 'J >i7;l/^4=-->U- h • i%mi& 
WMt&tfa : (IS) -xf;l/ l-7x-;b-i, 2, 3. 4-fh7hKo 

-2-f , ;*; | j>*;!/^'>u-h 1 .(3S) - 3 ? u -;u 

1 9 4 - 1 9 5'C (CHj CN-Et 2 O) 

jtmfrtfrm (c 23 h 27 n 2 o 2 c i tit) 

C (96) H (96) N (96) CI (96) 
SSfrfg 69.25 6.82 7.02 8.89 
HSMit 69.08 6.71 6 , 99 8.91 

ittfeytJg. (a) ]'=1 6 3. 2 (c = 0. 50, EtOH) 

mmm 1 2 

3 'J i?-^ i-(4-?dd7x^)-i, 2. 3, 4-fh7 
t Fa - 2 ->r 7 + y 'J h • y-^j^mik 

WMit^lfo : )l 1- (4-^od7x-;[/) -1, 2, 3, 4-fh7h 

Ko- 2 --r v^-y u >77;t/^>^u- h 
ife* 1 64-1 66 °C(EtOH-Et 2 0) 
TtJ^tffM (C 27 H 29 N 2 Os C 1 • 0. 5H 2 O t LT) 



;2fSM 1 1 



C (96) 



H (96) 



N (96) 



C 1 (96) 
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5- J 'J >#;u*>->i/- h 

ftmftffite. (C 2 4H 23 N 2 0 2 ■ 0: 5H 2 o t IT) 
C (%) H (%) N (%) 

SliMi 74.78 7.58 7.26 

ftSHI 74.95 7.83 7.18 
fi^tirt (m/z, FAB) : 3 7 7 (M + + 1 ) 

mmmi 6 

3 -4=-? ? 'J >>— ;U 1 a^-yjiy- i , 2, 3, 4-fh7tKo- 

2 ->r v+y >j >#;t/*>->u- v 

mt^l: xf;b 1 -i/^a^-yjiy- 1 , 2, 3, '4-fh7tKn-2 

tc^tHM (C 2 3H 32 N 2 0 2 - 0. 3 H 2 Oil/O 
C (%) H (%) N (M) 
SIMS 73.88 8.79 7.49 

mmm 73.76 8.75 7.37 

K*##H§[ (m/z, FAB) : 3 6 9 (M + + 1 ) 
0Uffi0»J 1 7 

(is;- 3' R) -3' —^yj^y—ii i-7x^-i, 2, 3, 4- 

t h 7 t Kd- 2 74=-y U >77/i/*>S/b- hi. 20 g£>*?na y ^ > 
12ml Cigit, 7fc?#T> ^tK^t" h U t7A0. 3 3g, m - Zuu^&MM 
16 ( 8 0 96) 0. 7 9 g^tUX., gfiT 1 B^Pb1J1^U/c 0 S^JCjK^SQX.^ VO 

ivn->^Attil/:o ^^Ml±T^L/c^ mfe&y>)*¥^*>7^ 
jxj-? h?77^ - (7DD,tWy^-;i,= 2 0/1) T-ffilS-f &c 

(1' S, 3 R) - 3 - C C ( 1 ' -7i-;h 1 ' , 2 ' . 3 ' , 4 ' 

-fh7tKD-2' —fv+; y ;io twi^^io ^-+">] 4 s - u ^> i 
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0. 43 g^m^o 

5?i##Ht (m/z, FAB) : 3 7 9 (M* 4- I ) 

tem^m*^? h^U (CDCi 3 . TMSfiSB&*£) 

6:1. 85-2. 15 (3H, m) , 2. 15-2. 35 (2H, m) , 

2. 75-2. 9 0 ( 1 H, m), 2. 90-2. 9 5 ( 1 H. m) . 

3. 2 0 - 3. 5 0 ( 6 H, m) . 3. 7 0 - 3. 8 0 ( 1 H. m) . 
3. 85-4. 10 (1H, m) , 5. 14 (1H, brs), 

6. 14, 6. 43 ( 1 H. brsx2). 

7. 0 5 - 7. 4 0 ( 9 H, m) 

mmm 1 8 

(IS, 3' R) — 3' i?—J\/ 1-7x^-1, 2, 3, 4- 

f h7tFo-2-^ V4V 'J yi3Jl^^r.i/ly— hi. 0 4 g(D2 -79 J > 8 
m 1 BOit/^-JlQ. 18ml 5 5 °Ci:t 4 0 ^lj$Lt a ^ 

«CJ: t) (1 ' S. 3R) -1 - / 3 - C C ( 1 ' - Z> x— ;U- 1 ' , 2 ' 

, 3 ' , 4' -fh7tKo-2' ->fV + >/'j;i,) ti Jl^.—ji'] it^-i/} 4-7 
? U *J-+>U- 3-V K 0. 9 3 g£&fe£ H f ltUT?#fco 

afe.6 2 0 2 - 2 0 3 'C (2- 7'^ y » 

Tcf^t (CuH2 9 Ni Oi I tit) 



Iplf 57.15 5.79 5.55 25.16 
^ffclt 5 7.1 7 5.7 1 5.5 1 2 5.15 

mm\ 8 tmmiz utj^toh^m i 9 ©rt^^-?#^ 0 

HJfefi»J 1 9 
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2. & m a . . 

Yamanouchi Pharmaceutical' Co. . Ltd. 
St« . T103 B*HmMf|5^^EB^^:fflT2T@ 3#1 1 
3-11. Nihonbas i-Honcho 2-chome, Chuo-k'u, 
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m $§ B^m japan 
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1-8. Azusawa 1-chome. Itabasi-ku, 
TOKYO 174. JAPAN 

4. miE<Dtt^< mmm 

5 . l®lE(Dft!g 
1) 9I«3 

(l)l£2.1 IT^b HtS, ^22H2fTa, ^3 112^1, Wi 9 ?t 
1=1 1 9fTB, S£3 2H2?tB, H3 3H9rT@. HO 1 IrTgs ^3 

HT^b 9fTa^r/^3 6i i 2ff E(D r i rj ^ r i sj icitie 
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(2) S£2 211 i^ts. iwii3^@ > ^32Hi3^g, noi-s^s. m 
T^t> 3^gso c iuT^'i i *Tg© nsj^riRj fruiE : r-5o 

(3) I3 5iT*^2ft§SO' : 13 6I16tTgO Tl' RJ^Tl' SJ 

(4) 21 26IS1 7 ©«it5£. I3 8II3 

r . r 



-J J 
(5)^2 6 Kzz 1 q&«B©##^J## 8 <D#i£5£. f 3 8If 3«©*1 
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6. mnmm<o^m 

mmmm 21, 22, 26. 31, 32. 33. 35. 

3 6s 3 8. RZj<3 9M<D%rtzt£m& 
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2. 6 5 - 3. 6 0 ( 3 H. m) . 4. 0 0 - 4. 3 0 ( 1 H. m) . 
4. 2 3 (2H. q. J= 7 . 3Hz) . 6. 53 (lH, s), 
6. 7 0 - 6. 9 5 (2H. m) . 7. 1 5-7. 30 ( 5 H, m) 

1. 2 , 3, 4-fh7tKD-i-( 3 - f x- A) . 2 . <fv4l 

. J**M:#ft:l. 2, 3, 4-rF7hKo-i-( 3 - fx ^ )r; , ;ij 

SC»##Hf (m/z. FAB) : 2 8 8 (M + +1) 

^mrn^rn^^ hju ccdc i , , tmsm«) 

5 2-1. 3 (3H, m) . 2. 7-2. 8 (1H, m) , 

2. 9-3. 0 (1H. m) , 3. 1-3. 3 ( 1 H, m) , 

3. 9-4. 2 (3H. m) . 6. .2-6. 4 (1H, m) . 
6. 8 3 'OH, s) , 6. 9 5 - 7. 2 6 ( 6 H, m ) 

l-.(2-7';;U) -1, 2 . 3.. 4-rh5tK-2W7^ 

«#Wfc*tt: 1- -1, 2, 3,-4-fh7tKa-f WlJ> 

Ki^f/HE (m/z, E I) : 2 7 1 (M + ) 
^^q§X^ h;u (CDC 1 3 . TMS^l*) 
^ : 1. 3 0 (3H. t, J=6. 5Hz), 

2- 7 5 - 2. 8 5 ( 1 H, m) , 2. 9 0-3. 1 0 (1 H, m) , 

3- 2 0 - 3. 5 0 ( 1 H, in) , 4. 0 5 - 4. 3 5 ( 4 H, m) . 
6- 00 (1H, s) , 6. 2 0 - 6. 4 5 ( 2 H. m) . 

7. 1 5 - 7. 2 5 (4 H. m) . 7. 3 3 ( 1 H. s) 

m^m 7 

2 i 



IMPHt^®: (IS) -I-7X-A-1, 2, 3. 4-fh7tKo-f74'; 

fc^ftm (c.HmNOj tit) 

C (%) H (%) N (96) 
SUM 76.84 6.81 4.98 
^H-fit 76.53 6.82 4.93 

it^Tfeg Ca) " 19 9.2 (c=l. "0 3, CHC 1 , ) 



SAfrifrm (m/z, FAB) : 2 8 2 (M* + 1 ) 
#if#J 8 

(1R) l-7x-A-i, 2, 3, 4-fh7kKa-2-fv 

m&<t%%: (lR)-l-7x^-i,. 2( 3, 
U > 

jc^t/fffi (C 18 H 19 N0 2 tit) 

C (%) H (%) N (%) 
S^t 7 6. 8 4 6.81 4.98 
76.64 6.82 4.99 

ttSSfcK Cor) " - 2 0 0. 9 (c = 1. 0 9, CHC 1 , ) 
Mittfrm (m/z, EI) : 2 8 1 (M + ) 

i^U ! _ (4-^no7x^) - l. 2, 3, 4-fh7kKa-2- 
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Mm&l 7 ' 

(lS)-l-7x_^-l, 2. 3. 4-fl>7th'D^Wj>2. 0 

2 6 0T«;T4^IBia^U 3-^7^ij-^u ? D n 

- mmULZO. 1 2gjn^8 0°CT-4B#fe^^Lfc o K; 3 -^^ 
taa^JLJ- h -ifigigl. 0 1 O'CT-2 5 8#f B 1^L 

^®^7XSf!^T- h >J ^Affeg^ &*££dSiETS:feL (IS, 3 ' R S) 
-3' 1-7x^-1, 2, 3, 4-fh7tKo- 2 - 

Sti?}#rf£ (m/ z, FAB) : 3 6 3 (M* + 1 ) 

&m%.&mx'<? bJi (DMso-d, , tm sftmmm) 

o : 1. 2 0 - 2. 0 0 ( 5 H, m) , 2. 4 0 - 2. 9 5 ( 6 H, m) , 
3. 0 0 - 3. 6 0 (3H, m) . 3. 8 0 - 3. 9 5 ( 1 H. m) . 
. 4.5 5 - 4.7 0 ( 1 H. m) 6.2 5 ( 1 H, br.s) . 
7. 0 5 - 7. 3 5 ( 1 OH. m) , 

mmm 8 

(1S) ~ XfA 2, 3, 4-rh7kKD-2-^; 

2 7gOh^x>SiR S i 2 0mn-7ic^t:7-hU^ A ( 6 0 <*) i . 6 9 g £ . 

o KfZ^m^X-f^U &?&*i£7jc5 0m 1 Ztox.tc&&&3,TJ\,-CteitiL 
SD^. 3S£ET£tt£S5&Lfc a M!:7th^,J; k x-f^jo^^C 
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(IS, 3' R) — 3' — ? 'J \, 2, 3, 

fife* 2 1 2-2 1 4'C (CH 3 CN-Et, O) 
jcmfrtfrM (C 23 H 27 N 2 0 2 C 1 tLX) 

C (%) H (%) N (%) C 1 (%) 
SSfcffi 69. 25 6. 82 .7. 0 2 8. 89 
mm&. 6 9.2 4 6. 89'.. 7. 03-8. 97 

ttmytm. cao "= 9 8. 1 (c = i. o'o. e t oh) 



ft»J9 

(lR. 3' S) -3' -^rJ?t)iS-jl i-y^ jV - lt 2> 3i 4 \_ 
7- V3 t K a - 2 --r V4V 'J >#;t/*'^:y b- K • ig^ig 
KJPWfc:^: (lR)-x^ l-7x-A-l, 2, 3, 4-ff-7tKo 
- 'J >77;l^7t>^u- h, (3 S ) - 3 -4=-? ? 'J 

fife* 2 1 I'- 2 1 2°C (E t OH-E t \ 0) 
7E^##Hfi (C23H27N2 0 2 CI • 0: 25H 2 OctLT) 

C (96) H (96) N (96) C 1 (96) 
gfftte 68.48 6.87 6.94 8.79 
6 8.3 2 6.7 5 6.9 4 8.9 4 



itmytm CaD ■ = - 9 7. 4 (c = 0. 50, EtOH) 
§*I»J 1 0 

(1R. 3' R) —3' — ^3 9 x ) -J 1-7,-^!, 2> 3< 4 _ 
^rb^: (1R) -xf;l 1-7x^-1, 2, 3, 4-fh7tKo 



- 2 --f V4V 'J >77;U*>->b- h, ( 3 R) - 3 -4,7 ^ -j j - } \, 
1 95-1 9 6°C (E t OH-E t 2 O) 
7C^#f/fifi (C»H 2 7N,-0, CI • 0. . 2 5 H 2 OtlT) 

C (%) H (%) N (%) C 1 (96) 
Mife 68.48 6. 87 6.9 4 8.79 
mm 68.73 6.88 6.95 8.70 
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iteTfcee (a) ['=-1 5 1. 2(c = 0. 50, EtOH) 
H»J 11' 

(IS. 3' S) -3' -5-??>)iS-;ls 1-7^-!, 2 . 3. 4- 

J£*4Yfr£tt: (1 S) -aiT-yt, l 1, 2 , 3,. 4-fh5t Ka 
-2-^7^yj>*;^>i/b-K (3S) -3-^??<l^y-;U 
».£ . 1 9 4 - 1 9 5°C (CH, CN-E t 2 0) 
TzmttffM CC 2 ,H 27 N2 O2 C 1 tLX) 

C (%) H (%) N (*>) CI W 

mm 6 9.2 5 6.8 2 7.0 2 8.8 9 

ftiHS "'6 9.0 8 6.7 1 6 , 9 9 8.9 1 

itmTtm Car) [=16 3. 2 (c = 0. 5 0, E t OH) 
1 2 

3-^??'J>>^;U 1-(4^dd7x-^)-1, 2. 3, 4-^h5 
mmt&® : ^=r)\y 1- (4-^D7x-;i / -) -1, 2 , 3. 4-f 

Ko - 2 - ^ 7 ^ y u > # ;u*> •> L/ - h 

i2° 1 6 4 — 1 6 6 °C (E t OH-E t 2 O) 
TzmfrifriH. (C 27 H 29 N 2 Os C 1 • 0. 5 H 2 O t LT) 

C (%) H (%) N (96) C 1 (%) 



7c3££-tJfffl (CnHjjNj 0 2 -0. 5 H 2 O t LT) 
C («) H (9tf) N (9tf) • 
SHIM 74.78 7. 58 7.26 
H^ffi 74.95 7.83 7.18 
K*##HS (m/z. FAB) : 3 7 7 (M + +1) 
#IJfc#J 16 ' 

3-4^U^,U 1-^^o^^U-l, 2. 3, 4-fh7tKo- 

7c3£3Mffffi (C 23 H 32 N 2 0 2 • 0. 3H 2 otLt) 
C (%) H (<*) N.(*0. 
MltM 73.88 8.79 7. .4 9 
ft^ffi .73.76 8.75 7.37 
Kfi^ffHE (m/z. FAB) : 3 6 9 (M + + 1 ) 
H»J 1 7 

(IS. 3' R) -3' -tt*,x } *j- JX , j.^.j 
TF7hKo-2^V^ U>*;b*^b-M. 20g^Do^> 
1 2mlCjg»U **T, «fthijOA0.3 3g, m-*oo«£. aS 
» (8 0 *» 0. 7 9 g*injU SfiT 1 Wa^L^ SlSftK**^ 
o a y * >-cf*£fSU *mm***imi- b y * A 7 J<^T^L^ & 7 JcH 

*^n^^Tft»ot 0 ££**et9*u*:su Bisfci/.j*^*^ 

?D7h ^^" (^o^A/^y- ;l/=2 0/l) ^jjj^^^j. 
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FIG- 4 Synthesis Route 



It was confirmed from the single crystals of a 
tartrate that the compound is in the (1S) form. 




(+)-phenyl-1 ,2,3,4- 
tetrahydroquinoline 

[aJr/^^SSCCCI^ 
+ 11.99<CHCI 3 ) 




Reference Example 7 

Cain 25 : 199. 2(CHeig) 
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Example 7 
It was confirmed from the single crystals of a 
phosphate that the compound is in the (1S) form. 
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It was confirmed from the single crystals of a 
phosphate that the compound is in the (1 R) form. 




(-)-phenyl-l ,2,3,4- 
tetrahydroquinoline 
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AMENDMENT 

(Amendment under the provisions of Article 11) 
To Commissioner, Patent Office 

5 1 . Indication of International Application 

PCT/JP 95/02713 

2. Applicant 

Name: Yamanouchi Pharmaceutical Co,, Ltd. 

Address: 3-11, Nihonbasi-Honcho 2-chome, 

10 Chuo-ku, TOKYO 103 JAPAN 

Nationality: JAPAN 
Domicile: JAPAN 

3 . Agents 

Name: (8920) Shozo NAGAI , patent attorney 

15 Name: (9 850) Hiroshi MORITA, patent attorney 

Address: c/o Yamanouchi Pharmaceutical Co., Ltd. 
Patent & Information Department 
1-8, Azusawa 1-chome, Itabasi-ku, 
TOKYO 17 4, JAPAN 

20 

4. Subject to Be Amended: Specification 

5. Details of the Amendment: 
1) Specification 

(1) In the specification, page 21, line 1 from the 
25 bottom; page 22, line 2; page 31, lines 2, 9 and 19; 

page 32, line 2; page 33, lines 9 and 11; page 35, 
line 9 from the bottom; and page 36, line 12, amend 
1R 11 to — IS — . 
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(2) In the specification, page 22, lines 11 and 13; 
and page 32, lines 13 and 15, and 3 and 1 from the 
bottom, amend "IS" to --1R — . 

(3) In the specification, page 35, line 2 from the 
bottom; and page 36, line 16, amend "l'R" to — l'S — - 

(4) In the specification, page 26, the structural 
formula of Reference Example 7 in the right column of 
Table 1; page 38, the structural formula of Example 7 
in the right column of Table 3, the structural 
formula of Example 8 in the same right column; and 
page 39, the structural formula of Example 11 in the 
left column of Table 4, the structural formulas of 
Example Nos . 17 and 18 in the right column of the 



(5) In the specification, page 26, the structural 
formula of Reference Example 8 in the right column of 
Table 1; and page 38, the structural formulas of 
Example Nos. 9 and 10 in the right column of Table 3 



same table, amend 




in each of the 



structural formula to — 




amend " 




" in each of the structural 



formula to -- 



List of the documents attached 

Amended pages 21, 22, 26, 31, 32, 33, 35, 36, 
38 and 39 of the specification: 1 copy 
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PCT/JP95/02713 PCT application 
Explanation of Reasons for the amendments of specification 

( 1 ) Content of the amendment 

Concerning two compounds obtained in Reference 
Examples , starting compounds thereof , and seven compounds 
obtained in Examples by the synthesis using such compounds 
obtained in Reference Examples, errors are found in the 
description of the steric configuration based on the 
existence of an asymmetric carbon atom. We therefore wish to 
correct the description to the correct configuration, 

(2) Confirmation of the errors 

i) Single crystals of a tartrate of the starting 
compound used in Reference Example 7 ( ( + ) -1 -phenyl -1 , 2 , 3 , 4- 
tetrahydroisoquinoline ) were formed and subjected to single 
crystal X-ray analysis. As a result, it was confirmed that 
the above starting compound is in the (IS) form as shown in 
FIG- 1 so that the (1R) form described in the original 
specification is an error. 

ii) Single crystals of a phosphate of the compound of 
Example 8, which was synthesized from the above-described 
starting compound in the (IS) form through the compound of 
Reference Example 7, were formed and subjected to single 
crystal X-ray analysis. As a result, it was confirmed that 



- 1 - 



the compound is in the (IS) form as shown in FIG. 2, so that 
the (1R) form in the original specification is an error. 

iii) Single crystals of a phosphate of the compound 
of Example 9, which was synthesized from the starting 
compound used in Reference Example 8 ( ( - ) -1-phenyl-l , 2 , 3 , 4- 
tetrahydroisoquinoline ) through the compound of Reference 
Example 8, were formed and subjected to single crystal X-ray 
analysis. As a result, it was confirmed that as shown in 
FIG. 3 f the compound obtained in Example 9 is in the (1R) 
form so that the (IS) form in the original specification is 
an error. 

iv) It is apparent from the above results ii) and 
iii) that, since there occurs no inversion of rotation in the 
compound before and after the. reaction, the reaction 
described in Reference Examples or Examples proceeds with 
maintaining the configuration. The configuration of each of 
the starting compounds employed in Reference Example 7 and 8 
is described incorrectly so that the configuration of each of 
the compounds in Reference Example 7 and 8, which have been 
synthesized using the above starting compounds without 
changing the configuration, or the configuration of each of 
the compounds in Example 7, 8, 9, 10, 11, 17 and 18 which was 
synthesized from the compound of Reference Example 7 or 8 is 
incorrect in view of the configuration of the starting 
compound. It is evident that the correct configuration is 
contrary to the configuration originally described. The 
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FIG. 2 Result of single crystal X-ray analysis for phosphate 
of compound obtained in Example 8 





FIG. 1 Result of single crystal X-ray analysis of tartrate 
of starting compound used in Reference Example 7 




• 




correct synthesis route will be shown later in FIG, 4 
together with correct configuration. 

( 3 ) Reasons for the errors occurred 



of the starting compound employed in Reference Example 7 or 8 
was not made intentionally but -occurred because the 
description in the three known literatures which were 
referred to upon optical resolution were not correct. 



mentioned below, it is disclosed that the starting compound 
of Reference Example 8 of the present invention, that is, 
( " ) -1 -phenyl- 1 ,2,3 , 4-tetrahydroisoquinoline has ( S ) 
configuration. Based on the above disclosure, it is 
described that the starting compound employed in Reference 
Example 8 is in the (IS) form and the starting compound 
employed in Reference Example 7 having the contrary 
configuration is in the (1R) form. 



5 



The error in the description about the configuration 



10 



Specifically, in each of the three known literatures 
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Preparation of a starting compound of Reference Example 8 in 
accordance with the method already known from the literature. 




10 



(+) Tartaric acid 

Optical Resolution 

Mom tsh. Chem. . 
1929. 53/54 . 956 



(-M-phenyl-1,2,3,4- 
tetrahydroisoquinoline 

C a 2 D °) : -47_6(CCi 4 ) 
-12. 4(CHCl" 3 ) 

Three known literatures 
which were referred to 



Configuration was 
presumed to be 1 S in 
comparison with the 
specific rotation 
described in the literature 
£> 



/. C. 5. Perk in. I, 
1 933 . 359. 
Tetrahedron, 
1 990, «. 5909. 

L L. . 
L.I995. 36. 8003. 



Starting compound 
used in Reference 
Example 8 




a yi:-47. 5CCC1.) 



20 



10. 2CCHCU) 



[ a nJ:-10. 1 (CHCI 3 ) 



As described above, the present amendment is to 
correct the error of the configuration which was assumed 

15 based on the wrong specific rotation of the known 

literatures. Physical properties in Reference Examples and 
Examples described in the original specification are not 
changed at all, so that there is no alteration to the 
resulting substances themselves . It is therefore evident 

20 that the object of this amendment is neither to add new 

matters nor to change the subject matter of the 
specification. 
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FIG. 3 Result of single crystal X-ray analysis for phosphate 
of compound obtained in Example 8 
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